JP2002138054 



Title: 

FIBRINOGEN LOWERING MEDICINE 



Abstract: 

PROBLEM TO BE SOLVED: To obtain a fibrinogen lowering medicine having an excellent 
fibrinogen lowering action and useful as a preventive agent for various diseases caused 
by high fibrinogen blood disease. SOLUTION: This fibrinogen lowering agent includes a 
compound having an angiotensin II antagonismic action, its prodrug or their salts. 
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^il (fit. ^Jl^K^fl^^^y^mO . ^cornF97 

imsms] ry^^Tyi^yimiA'(^mt:^^t^t 

[W*«4] Ty=¥:tTyi^yiijssi:f^ffl&*-ti>'fi: 
lit^wchmm i iBiScosij, 

( I ) : 

litl] 

ym^idmttdt^tuz^toim^^^t. r3 

xhimmmmm. 

m^me] ry^yfTy^yuisnxmi^-tiit 
■^Wo-fiV-i^y. x7°o-!f;k^y, :^yf-^}Ui'y 

i/I/dr-bf-ZL-, i)yTf)\^^y. i^)V-^)V-^y.. 

^)V^y. tiVy<^)V^yt.ti\t^v-t}V^yvhhm 
[11*517] ry^tTyi^yn^mmi^^hit 

-^!|l3*^'2-xbdfi/-l- [ [2' - ( IH-fN^y 

~]V-5-4)V) \Lyj.-)V-A-'i)V'^ Ky 

[i«*Ji8] Ty^:^Tyi^yutm^m^^^it 

1 - ( ^' D'^dr v';W3j-=3f i^;^;l^;Kx;l.:t^ ) 
xf-;l. 2-xh=Sfv-l- [ [2' - (IH-rh^ 

yx^ ^yY~ju-7-jf))u-!f^^'^y-hX'hm-m 
imsm] ry^^Tyi^yut^mm^^-t^^t 

^W2-xbdfi^-l- [ [2' - (2, 
P-5-:t^V-l, 2, 4-:t^->^>'TV-;l'-3- 



eH-ri.^m«^K ■ i&mmxhhimm i is««^Jo 
[H^^aii] u-y-Ty^'Tf^yi^ymmm 

tT*.?.«3i/xfn-;nfiiffiSrffofl7 7"y y-^' 
yai3E^^c:{iWP*ws:ff -5 ft7 ^ 7y y~y'ysm(of 
m ■ ^mL 

[il*«i2] u-y-ry^^y-yi^ymw^m 
i^-f^^-^p ( 1 ) 7y^:^7-yi^yummi 
m-iit-m. ( 2 ) 7y^:^Ty'yy^mE.mf^ 
m^m-^^t-^. ( 3 ) u-yummi^i^-^ 

ft. (4) tf|i»f^ffl2:*-r«.'fk^, i3j;T/ 
til,lS*^>:«S2«iJl±TS)§if:*«l USfJ^SiJ. 

[ mm 13] ixxy-ry^sf^Ty^- 
^^tiit-^tK ry^'y^^yiyyumm^^ 
lit-^x'himmi ismmi 

[W^i4] ry^^Tyi^yiimam^^i 
^t-^m^'^^r^ m-(t-mThtmm 1 3 
m, 

[ii«3ii5] 7y^:^Ty>'yuim,mi^i-i 
it^mi'mmms'Ftr^hit-^x'h&mm 
1 3ia«t<^ifij. 

[W*]Hi6] ry^tr-yi^yutmm^^h 

l-S-ft-^-CfeSft^Jai 3i2tt«?f'J. 

[i«*«i7] ry^tT-yi^yimtimm-^ti 
it^m ( I ) : 

[^b2] 




tfdm^m2aT<Dx-<.-^-iirLx^'^Lx\>^h 

x'hhmmsssmm, 
[a^^lis] 7y^:^T-yi^yimimmt:^i-i 

^-l/^-fef-ZU, ;ifyT-9-;l':^'ys >'-?;p-9"/l':^'>-. T^l' 
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\t-^mi)^2-x.V^y'-l- [ [2' - ( IH-xh^ 
Y~iV-5-A)V) \Ly x-}V-A-4 )V] ^^;H 

yx^ ^yY-)v-7 -iDVifsym-hm-mi 3K 
mm. 

[H*iS2 0] Ty^tf-yi^yuistam^^-ti 

i^) X.^)V 2-Xbdf>— 1- [ [2' - (IH-T 

[i»*:H2i] ry^:^Tyi^yuiSt}Lmt:^i-& 

-fb-&W2-xhdfi^-l- [ [2' - (2. 5-yh 
2, 4-:t^HfvTV-;l'-3 

h'7x-;^-4-'f;^] '^.yx^ 5^ 
y-;p- 7 -^;i';J^>g?T* ^ft^JS i 3lB«offl. 

[ 11*31 22] i^-y-ry^ytT-yi^ ymmm 
^^tiit-^mK ry^^Tyi^y^mmmmm 
i^-ti>^t-^m'hmm 1 1 tmmL 

[W*ja2 3] ry^-yfT-y^y^mmmmwi^m 

2 2fB«Rc036fiJ. 
T'3bSf»^2 2iES{«0^J. 

[ii««2 5 3 ry^ty-yi^y^'^mmm 

t ^ttxy K'^r^r— b'c^iaWf^fflJ: t:mWoit-^ 

[11*312 7 ] i/-ypi»itffl^*-r.s^b^ws p 

p - 1 0 0 I. if 2 6 te^w^ij, 

[il*JS2 8] iy:zy-Ty^'^^y'^yMmm 

hm^mi nmmi 

[ii*ii2 9] ^-^-^wm^m^^i-Mt-^m 

K 3 2 0 1 ■x:hhm$m2sm,(m. 

[W*3a3 0] \^-y-ry^:^^y'yymm^m 

[mmsw r)V¥XT'uymmmt:^h^-^ 
ws c - 6 6 1 0 ox'htmims otm<m. 
[it*iB3 2] ]y=.y-ry^:t7-y>'y^'RWi¥m 



[il*3S3 3] «3WXf ^-;^J^lJiSrff■5«7-^7■■ 
smcom • imm^mmtitzi^^crti^-y-Ty^^ 
T-yi^y^mmm^^tiit-^m. f orn h y -y y 

[ii*Ji3 4] Ty^'^Tyi^yimmm^^-ti 

imms 5] 7 -f T-U y-ir>^£Tiif<Jlr«5it-|.^ 

[it*3S3 6] ry^^'ry'yynm.mi^ti 
-fb^ (fit. -Y;P'<-9-;i'^yS:l^<) . -etornH? 

«i!i;-ri>ft7 yij y-^^vjasE^/cii-^iit^BH-f 

[11*513 7 3 «7 -( 7'U y-^>Jfllffi^/t{i-?-tt(C 

^yi^yumm^^-th^t-^m (fit, >f;K-9-;P 

[000 13 

[||HBoJlfl.miJd^»3 ^ma. Ty^'^Ty'yy 
umxm (A I isfiL^ffl) it-tiit-^^. "tcor 

7>f7'Uy-^^>ffim i5j;t/f«a^XTn-;Pjlliffi 

^#3 ©7 yij y-:>-'>'jiiDffi«^is& • mmaxv^w 
mmmo-xy < t'u y-yym.(rym ■ JMJtcM 

[0002] 

im^cowm «*7 -f yy y-i^> ( f i b ) S-S 
-ggco7 < ru~h^mwm^y < 7'iJ y-^>-ii 

«SrfiT§ii-|>;t*^'IS©StLTV^|,, 7iy7-f7V 
~h^j:t'cr)y ^y'U-hmmU. PPARa (peroxi 
some proliferator activated receptor a ) vStt'ft.Sr 

^L. mm«^mm^^-tt^i^tix\^it\ y 

xy7^y^-h*i7-yMffSif(0F I B mRNAii 
m^fCO^mm-tt^t. ^Sr'^W^PPARay-yi? 

h v'^xcojttai'f 7 ^ y u y-y>siK>mfflS:* 
=5: if 7>f7'^-h^^jo7-fy'jy-^' 
ywrnmrmiiPPARam^tiitLx^^ib^i 

kflX\<^l CBlood, 93(9). 2991-2998 (1999) D . - 

A I itmm^^^it^mi. mAsm. m 
t'mmmm&mmtLx^htixa^ (#ii¥4 
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-3 64 1 7 m^xf) . m^^mmm^^i-h a 
1 1 Ai i^mi^^mt^<nnmti ^ t j: o . 

i^j:ti^(^. A I li^mm^^tiit-^mi^y^y'vy 

[0003] 
[0004] 

-(1:^**5^3 l^X-rn-/HfliJE&ff -5 ,t?7 ^ 7 U 7 

yjfiLfficoi^RS • 'ma^r/wmm^ifosy -f 7- 
[0005] -t^sh-h. 

( 1 ) ry^^^T-yi^yimmm^^-ti^t^ m 

-?-«OigS:^#fC^S 7 ^ T-y 7-yyffiTlfiJ ; 

(2) ry^*xy>'yiiffitfi;#fflS:Wti.-ft;^*s# 
h'tt^k^T3ii.mfa ( 1 ) mm 

(3) ry^^^Ty^yyimmm^^-th^t-^m 
^mzmm^i^h^t'^m-hma ( 1 ) %im 

M; 

( 4 ) ry^yi-^y^^yimmm^^t^it-^m 

Thhmii ( 1 ) imm-. 

( 5 ) ry^y^Tyi^yimmmi^-tiit-mm 

(I) : 

[^1:3] 




toim^^^L, xiiyx.=^uymty:c.-ii^tim^ 
m^^Lx\<^xhX\^^y^ym^ipL. R^im^yf 



xhimi ( 1 ) ie«c7)^ij ; 

(6) ry^'^7-yi^yum.mi^i-iit-^mij^ti 
^)V9y. xrn-if/i'^'y. ijyf^iv^y i^u^-t 

;^yr1^-'^^'>■, T^^i/S-'f;!^:^' 

( 1 ) smmi ; 

(7) Ty^-^^yiyyummm^^-thit-^m^2 

-xb^i^-1- [ [2' - (lH-Th9y-;l.-5 
h'7xr:;i/-4— f;H ^^;H '<.yX-f S:/ 

v-ii'- 1 -tDVifsywchmi^ ( 1 ) tmm\ : 

(8) ry^rtT^y^-yiiJSiSf^fflSrW^sft-^j&n 

2-xh^i^-l- [ [2' - ( lH-Th7V-;W- 
5-^;k) h'7x-;u-4-> f/H ^^/i-] '^^yx-f 5 
ry-;k-7-;*;l/!Kdf^7-hrS>l.fiia ( 1 ) lEiS 

( 9 ) Ty^':tryi/yiitSffi#ffl^^-ri.-fb-&W2 

-xh^fiz-l- [ [2' - (2, S-^-'tKn-S- 
:t^y-l, 2, 4-:t^-t)-i>'Ty-;P-3--f;i/) f 
7x:x;l.-4-'f7P] ^-:?7H '<^yXA^yv'-}V-l 

-ti)VTt^ymt:hht\%z ( 1 ) %mm\ 

( 1 0 ) «7 yj y-i^'yjtiffit/ciiftLt^Hl-i. 

■ j&^ffl-cfc&fna ( 1 ) mjm 

(11) v-y-ry^isfyi/y^m^m^-th 

iSn^Xrn-^WJttffiS-ff •51S7 -f 7'U 7-^^'yj(iUE* 
/ifi^ltSSrff ■5*7 -f 7U J-fym.<r>'fm ■ ?6Sf 

(12) U'riy-Tydf':tryvym»{'^ffl^*-t& 

^t.^W ( 1 ) ry^^Tyyyww^Mm^-^-tM'c 
( 2 ) Tydf^j-xy^-y^^jtSfSiiw^fflir^-r 
Sft-^, V-ywm-m-^-tU'c^^. 
(4 ) =ifv-^TMf^ffl&*-f l>^k^, ( 5 ) 
r;i/FXTnyftJ)l;f^ffl&*-tl>{B^»^>atfti^ l 
«l;fc{i2SW±f*l>fJlB (11) IBSco^iJ ; 

(13) u-y-Ty^y^T-yyyma.w^m^r^th 
it-^tK ry^'y^T^yi^yimmm^^'t^it^'^ 
xh^maii) tmmi 

(14) Ty^:^Ty=yyum.mi^tiit-^m^ 

^^^r^Ymt^X'himi (13) lEftOSiJ : 

(15) Ty^:^7■y^^y^mt]^mt:m■h^t■mtl^ 
^f'^izimm'Firt-thit-^x'^ttm ( i s ) e 
mm-. 

(16) ry^:^Tyi^y\\wmm^mMt-^m^ 
^^nzji-Tm-^ttzm)vt^-!vm^-thit-^ 

mxhtmi (13) lEijc^^iJ : 

(17) Ty=¥jrryi^yiiigsi;#ffl^*-ri>'fi:^w^' 
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( I ) : 

Zt^ipl. n(iit^{i2&S^L. MAii^^izwrn 

ThhwiM (13) lamwffl ; 

(18) ry^r^^yiyyn^ikm^^tut-^m^ 
u-f)V-^y. x.y'xn-^iUi^'y^ i]yir-^)Vi>y i^v^ 

iiyf^)V^y^ )<.iv^}vyy^ t)^^^)^^ 
y. A)V^^}V'^y. i!}V;^^)V9yt.fz\t^v-^}V^ 
y'Q-hhmt^\3)imm\ 

(19) ry^is=ryiyy\\m.'mk-M-th\Y.^Wf 

2-xhdfx-l- [ [2' - (lH-r^9V-;^- 
fV-}V-i-i])Vifsyw:hWM (is) lBiS«o 

(20) ry^i^n-yi^yiimmm-mu^^w 

1- (•^i7o^dfi/;^:t=¥i^;^;l,;jf-;U;t=3fv')x^;I/ 
2-Xh^i/- 1- [ [2' - ( lH-rb7V-;P 

-B-'f^u) t'7x::i;w-4-'f;i/] ^yx-f 

%fv'-)v-i -ijivif^^i/v-yxib^-m. (13) 

f5«c^ffl ; 

(21) ry^i^n-y'yywmiA'm-^^-tUY.^Wf 

2- xhdfe/-l - [ [2- - (2, 5-i>-bb'n-5 
-:t^y-l, 2, 4-:t^-'fyTy-;l'-3-^;k) 

h"7x-;l^-4--f;H ;<f-;H ^yXA 
l-i])V-^^ymx:hhm%^ ( i 3 ) iBttwffJ ; 

(22) v-y-ry^i^'ryyym.wm-^^'th 
't^tK ry^i^T-yuym^wmm-Mth 
*!amvhhmt (11) -^<rm : 

(23) ry^i^y-yi^y^^^^wm^m-^-tMt 

i.A- h y 5 N *:<:{iTT;<? hT'3il.mfE ( 2 2 ) K 

( 24 ) Tydf^f-^i/^^««Wf^ffl&*t- 

IE ( 2 2 ) i2ac7)^IJ ; 

(25) Tydf:tTy^y^m^«Pi»#fflfc+ttx 



y 5 b * U V YXhhmi ( 2 4 ) IS 

(26) v-y-ry^-^fy'yyMm'^^'m-M-fh 
\t-^m^v=.ywm^m^-^~fh\t-^'m:hi>m^ ( i 
1 ) %m<m\ ; 

(27) ^::^yffiW#fflS:*-ri.'ffc^*^S PP - 1 0 
0T'S)^8UfB(26) lEisc^SiJ; 

(28) ^::iy-Tydi^;rf-y v'y5R|!lWfflS::t-ri, 

(11) ^<m ; 

(29) dfV-HfiaSf^fflSr^rf-l.^k^WNK 3 2 0 
1-CS.SWIE (2 8) ia«c05|ij; 

(30) v=~y-ry^^^y'yywm^mkm-h 
liriE ( 1 1 ) %mm\ 

(31) 7;l-FXTnyJSaf^ffl&*tl.^k-^ft*5sc 
- 6 6 1 0 0 ThlmB (30) lEIKcO^iJ ; 

(32) v=~y-Ty^-^'fy'yyMmim'i:'^-th 

ym.tti{immim^y < fuy-yymcof 
m ■ mm^m-th-k>ib</)u=.y-Ty^^Ty^>y 

(34) ry^itTyi^yimmm^r^^it'^ 
(fits >f;K-t;W^'>'2:^<) . ^(orr^Vy^yt 

tdi^(r)i^t:m^^^^tmmkt^y ^ y'v /-yy 
coisrm ; 

( 3 5 ) 7 ^ y y y~yyiSirm?:mmi-&fzi^<7)Ty 
^■^Ty>'yutmmt:^-th^\:-^ (fflL, -i^uK 

(3 6) Ty^'^7-yyyimmm^:^thit-^^ 

(fit, ^;l''<.-'f;k:?>'$r^<) . -ewroF^-y^^ 

■t^ny ^ y y /-i^'yjiiLffiisJtti-eiiteH-ri.^* 

( 3 7 ) «7 ^ y y y-i->jiiii!Et?i:{±-e^tt®Hti. 
^ii«o^|s» • ^Ml^mk-ttfzMry^^T-yi^y 
iitmrn^^t^it^ (iRL. -iiPK-tJUi^ym 

<) . ^<oruV^"/ytt:m<7)Ucom^^j:blzm-t 

[00063 

i?hm<?ymmmm] ^m^zm-firy^^Ty'^y 
n^boisti. 7 -f y y y~'yyiS:T^j:i:izmzmt 



:(6) 002-138054 (P2002-138054A) 



Ty^'^7-yi^yiim-^i:m^m. tfdmm^mi^z 
mmt. ry^:^Tyi^yiuzxmm^tim^^m 

y^Ti-Ty^yiiimim^^tiit^mii^ri' Ftt 

mtu\ ry^'tf-yi^yimmm^^thit-^ 
tit Lxii. ^mzimm'F^r^tiit^mt i 

■^ti^t-m^s^x-hiz b mt L< . x-T/pfe^ 
^ttiit-^m ^ii^ h yimmn'i)^^ t 

m<nry^i^^yi^yi\iUW^m-^mM\L-^^b t 
xm^zm'&^fVx^^tK 4 ^yv'~)vwmmmm^ 

5b-l lOlS^^m. firff1^5 6-7 1 074^^ 

mwm5i-9S2io^m. ^wm^s- 1 5 

776 8-ti&fg, USP4, 355, 040i3j;I/'US 
P4, 340, 5 9Smt<zm^.^tl. t/cEP-253 
310. EP-291969, EP-324377. E 
P-4 03 1 58. WO-9 1 00 2 7 7. ^1186 3 
- 2 3 8 6 Qn<km.iii.^mm- 1 - 1 1 7 8 7 6^it 

tz. USPS, 183, 899s EP-323841. 
EP-4 0 93 3 2j3J:t;f!RflBTl-2 87 07 1^ 

m^myr:^tl. tfz. USP4, 880, 804. EP 

-0392317, EP-0399732. EP-04 
00835. EP-425921. EP-459136 

j;t/WffW3 - 6 3 2 6 4 ^-^mmi^zii^yx^ s r 

y-;H5l#^5!)^'M3j^$n. EP-399731 mziiT 

•f^ yfymmwtm^^^ti. ep-407342^{c 

{i h° U 5 F yimmm^^ tl. EP-411766^ 
(Iii:dr:>-yU yfil^ftTi^ra^^tl, EP-430300 

mzii^-fyi-ymmmm^-^ti. EP-43403 

4 2 4 7 3^t:{i:t 'J 5 =Jyi^:^ymmm^^tl. 
EP-44356 8^t{±f-X/ 1 U b' y^frj&^MS 
§n. EP-44581 1. EP-48368 

3. EP-518033. EP-520423. EP- 
588299. EP-603 7 1 2^t{iia««'fl:^ 

-flV :^SXbU — (Journal of Medicinal Oiemistr 
y. 3 9^. 3-t. 6 2 5-6 5 6K. 1 99 6^) t 



^'^^r^Y>^<nry^i^n-yyy\\^'m^-M-fUY. 
^mb friBLfci^»iS:«t:iSi4co^l:^ftcoftf!. 

y (Losartan (DuP753) ) . XTnHf/l-i'y (Eprosarta 
n (SK&F108566) ) . ;*yr1f;U^'y i/l^^-fe^/U (Ca 
ndesartan cilexetil (TCV-116) ) . J-^Jl^-^JU^y (Va 
Isartan ( CGP- 48933 ) ) . T/US-if;!/:^'^ (Telmisarta 
n (BIBR277)) . ■^ll'K^Jl-^y (Irbesartan (SR4743 
6)) . ^-V-y-yP^y (Tasosar1:an(ANA-756)) . :t;M 
■^Ji'^y (Olmesartan (CS-866) ) iiXU'Z.tl^COim 

Sttti« (AyT-^)ii^y^j:b') mmtL<m\.^(>ti 

[0007] ^y::. Ty^:^'ryi^yuimmi^ 
m^r^mit-^bixii. mm. ^(d ■. 

.,. 

* izm'fm 2 mT<ox^--t~ iifixt^-kix\^& 

izw^^^Lx\^xi>x\^y-^ymiipi. R^a 
it-f ■^yimm.o tmt-kM^tiiiz^to sat-* 

^a^*LTV^TtJ;<. ^M.=fiittxm^thm 

( I) R' bLxcnm^^y^MfSiLohm {ru 
\-ybLxmmLdh7mw.T-^^-thm fctxii. 

( 1 ) :^)Vmi^)Vm. {2)^VyY')JV 
(3) hU7/k:tn^^yx;l'*y^7S H» (- 
NHSO2CF3). (4) y^K*. (5)x;w*y 

(6)N, s, o<noh<^\mt.fz\±2mA}Li 

#tf5-7M (if^t<«i5'-'6M) tOM^OSm^ 

[0008] iflHUc TN, S. Ocod*>cOHi*!t{i 
2fflJjU:*-^tf5~7l (#*L<{i5~6«) c^)^ 

ff. 

[^1:6] 
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OH Z 
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H 



I 



I 



H 



H V ' H V 



Z 



MiS^4'. g{i-CH2-, -NH-, -o-S/tti- 

S (O) m-i^b. > = Z, > = Z' *5j:tX> = 

^iK•^k^n■cv^T^J;v^Km^' (f^J. s, s (O) , 
S (0)2 ^fc") {ntl<ii:^lV'ni~;l-trzl,ii-:t:^ 

[ 0 0 0 9 ] Ri Tm-^tiimmmmmb tTti. mi 

N H — ^- O rn h y r - i: L.TO*;U 



N— j 
H 

[j^*, iti-o-Sfcti-s-SS^L. j(i>=o. 
>=S^fc(i>=S (O) mSr^SL. miSMEfclHlSa 
^^t] t-^^tl^S (^*>T-*.. 2. 5->^-hHn- 

5-5r^y-i, 2. 4-:t^i^i>'ry-;i'-3— < 

2, S-i^'tKn-S-f-^^y-l, 2, 4-5^- 
^-'^>>Ty'-;^- 3 - ^ 2, 5-vhKa-5-:t 

^y-1, 2, 4— ^Tj^'Ty-;u~3-'f;K b^h 

ft, 2. 5->-'bHo-5-:t=^y-l. 2, 4-5j-df 
1?-j^'Ty-;i^-3-'f;P) *i"»tLv^. 

[ 0 0 1 0 ] 4^;:. frtaa^sa ( rm JiijiTt* 
[<l:io] 
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CfcL%X, Z = 0, B = O<0R 



NyO 
OH 



WH^g 
1 



[00 11]Ri fcUT«|l>f;j-yiS:»fiStol.«{i. 
(Ci _ 4 ) T;kdf;l^t/i{iTv;U» «?IJ. Hm (C 

2 - 5 ) r;i-;<?/^/i^, <yV'f;P=S:fc') =5rfc'TfiiSS 

(Ci _ 4 ) T;^^/^^i: Lx\t. mm. ( i ) ao 
yyjs^. -ho. fia (Ci _ 4 ) T)v^iv. «a 

(C, _ 4 ) T;^^^i/^:t■■^^-LTV^T^.J;c^7x- 
;^^l^v^L3^iT■•■J^§>h.Tv^TtJ;v« (c 
1 - 4 ) Til-^yl'S (W> hy7i:::/M^ 

f ) . (2)M(c, _4 )r;^3^J/-^«(c 

1 - 4 ) T^l-^;!-^ (01Js ^ h^x^f-zl-, xhdfi^^ 
^/l-^ri:) . (3) it-CH (R4 ) -OCOR5 
"f. R4{i (a) (b) ^«ifcl-6c0tt«(i,L 

-7"De;W. -fvrotf/k n-7'f-;l/. -^vyf-zw. t 
n-^yf-;i'. AV'^V'f-)V^ ^i^^v^iv 
^ri^ ) . ( c ) M^2 - 6 cOiI^t L < \t^W^<m> 
WDVT-ii^t.tiM (d) ^gc3-8<0j^^'nr7W 

^r^^k^rt') ^^L. R5 {i (a) M«i!ci-6c0il 



^^^^y^;k^r i:' ) , ( b ) - 6 cott^' 

t L < {i:5^ft:Ktoffiar;^^^r^;kS. ( c ) ^Wk 3 - 

( c 1 _ 4 ) r}V^)V. ©a ( c 1 _ 4 ) r^i-n^i^^ 

f & it LT t i V ^ 7 X 7t{i;-^ 7 &)Vmts: K ) 

i^^S'D'vdfvyM^yl/^rif) . (d) 
WS-ScOi^i'X^ T/l^^^P L < ixT V J: 

\^rV~)Vm m. ^nyyJS^^. -hn. {sa (C 
1 - 4 ) T;P=Sf;W, ffiM (Ci _ 4 ) r;l/3df>'^i:'$: 
^rUTV^Ti)J;v^7x:l;^*/::{4t7^;^«^i:') 

m§ 2-3 commr^u ^r-ivm 'yy-f 

^rfc•■07;^^^-;^g^5^^$-:?tco^^t■•) .(e) BJi^ix 

^7^;^^coA^^r>Jf^^ -ho. ffiSSt ( Cj _ 4 ) 
r;^dr;i., (Ci - 4 ) 7/1-3^ v^SrfSrfl-L-CV^ 
Xio^\^y ^~}Vttz\t^7&}VWj:Z) . (f )M» 
lit 1 - 6Wi:^i> L< {S^^R«««T;^ndf i^S 

*f=3f>', n-7>dfi^. ■<y7>^i-, sec-7h^i/, 

i^. ^-:t'^yf-;l-^^x>5ri:) . (s) M«ii2-80 

Ddfi/. yy-f-ndrv-^t') , (h) ^«ic3-8 

kl . ( i ) ^ic3-8c7)i^:?DT;U^/l' 

mi-. tSS (Ci _ 4 ) r;i'df;i'. im (c 
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^rt'or/l-ndfi/gP^j^i^O^ri:-) . ( j ) ^ic3 

(Ci _ 4 ) 7}V^fU. <M (Ci _ 4 ) T;W3dfv^ 

i^. TUP^i/, V7°P'<-P^i^^ri:'c0r/W^^-O 
^xSS^i^tcTj^Sri;-) t/KS (k) MmStiTV^Tt 

xy^i^. ■t7hdfi/4f«y\pi''>i!I^, -hP, M 
(Ci _ 4 ) T;^^;^, tSM (Ci _ 4 ) r^pndfi^^r 
i:"2r* Ut V t J; V ^7 X y =*r i^^ h i-a^: 

JUm (M. iSM {C2 - 5 ) 7)V:^yA)V, KyVA)^ 
TO^tiTV^Tt J:v^®gi (Ci - 4 ) 7)V^)Vm m 

(Ci - 4 ) t;i-^;p»j fcisi«^r*,«*5*{t%ix 
(c, _ 4 ) r;Pn=3fi^^ i'5rV^Uffli7)ffiiK 

(c, _4 ) Tiv^iix-wm^fix^^^x^x^^ny^j: 
)^cowmMi-^Lx\^xhx^\ 

[0 0 1 2] frlBst*. fcLTC0K^:ty^ffML 

oim (ruhytLxmmtohymJK'f^^th 

ymm^j: ifcoii^mm^j: i: ) xm^ ^ y &ffM t ■? I. 
miz^tdm (V^;bl9)|.rpF7-y/) T'S>-5Ti>J: 

» (-C ( = N-OH) -NHj) . 

x\>-^xi>X^-^im (c, - 4 ) 7)i'^ii'mtt:i,iT>')\^ 

mx^ti^m^tit: ( 1 ) ^ji^mi^f]^. ( 2 ) 

f-h^YU)Vm. (3) hU7;l/3j-n^^'yx/P*ySS 

TSKa (-NHSO2 CF3 ) . (4)uymm. 

(5) (6) N, s, ocodhcoimt 

^ciS2«JiUi^-^05-7* (*fS L<(S5-61) cO 

^W^RKJc J; O . Ri •C«^tLl.ll^:ti^^»Jttd 



[00 1 3] Ri a«$fLTV^-rtj;V^« 
(c, _ 4 ) T/i-^/P (^J. hVyx.-)U:^i- 

y=J)V, v>~-VuKyi^)Vtci:) hl.<\i7'y)Vm 
m.m.{C2-3) 7)ViiyA}V, KyV^)Vts: 
f) X'm.^fiX\^Xh^\^iliVm'y)V. xb^V'U 
;l^*>|.VMi2, 5-i>'tFP-5-:t^V-l, 2. 4 
-:t^-»?-i''TV-;i.- 3-^/1- (»S t<(i, rVyV 

)v (mKiti^ry) mtL<. t^mi^ryifi 
[00 14] mis^*. ^\wmthy :L~vymby 
xm^Lx\^hLt {mtL<\mmm^) S:*t. m 
m=f-Wfii tfzi,i2xhh 2«<7)iiT'S)tLa'v>-ftiT'i 
mmm'f-mntfz\i2xhhm. {c ^ _ 4 ) t 

jV^vy^ -co-, -0-, -S-, -NH-, -c 
0-NH-, -O-CH2-, -S-CH2-, -CH 

[0015] ItflSit*. ilA{±aMR2 \:imz^^i<z 

mm^'k^Lx\^xioX\^^y^ymt^sL. mim 
tLxii. mm. ( 1 ) f^u^y (w. f, ci, Br 

=5ri:') . (2) i^ry, (3) :^hn, (4)WISti 

Tv^Tfcctv^iSia (Ci _4 ) r/i'df;k (5)taiK 
(Ci _4 ) T;padfv. (6) «i§iiTv^Ti)J:v^ 
T5y» T^y. N-m. (Ci _ 4 ) r;i/df;i. 
r$y (01]. ^^/I'Tsy'Srf ) , n, u-i?m(c 

, _ 4 ) T;w^;PTSy (fij, '>'^f-;>75y'5ri;') , 
N-Ty-;l^TS/ (M. 7x:::/^rsy^i;') . 
^T$/ (flj. ^/l-Tj^U/. f'sUi^V, f'^^vV, 
N-7x-;l'h°'^7>>V'5rf) =Srf) , (7) s^-co 
-D' Cs^t. D' (i7j<ig«s/c{ir/>^;pa5^)-*^>J<K 
®S (Ci _ 4 ) T/l-a^j^, f&M (C2 - 6 ) T 

^rfc') . « (C, _ 5 ) T;l'3^x;^;l';Ji-:::;k;t^i/ 

:t^>'=5ri:) $>5V^(i<Kia (C3 _ g ) v-i'oT/Wa^ 

-)V^^vts:)f.) iiTV^Ti) J; v^ffiM (C 

1 - 4 ) T;P3df v-Sr^-t] X'mh^tlhX. ttzli 

(8)m^^fix\'^xi>x\^im (Ci - 4 ) T;^df;i, 

mtLxm^^-^tifz ^mm^tix\^xtx\^m (c 

1 - 4 ) T/l-^/l-Sj t^«^i^cO*W^>tl2.) it 

<(iTx;^ (i^i, fiS (C2 - 5 ) T)UAy^/v. ^y 
v>f 71^^ f ) tLT V i J; V b 7 y VlU. h 
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^y^ym±mimm&w.^z i - 2ffliiiif#tcam$ 

im^tlXii. Kji:?nTv^-Ct<j;o« (c 

yy:5rt-t-m$nTV^Ti j;v« (Ci - 4 ) T;l^ 

^cliA*iim«Sr*$=5rV^i bti^X ^Mt 
[0016] mlEs*;*. R2 t ttolt'f jj-ySrJgBgt 

») t tTJi. ( 1 ) xxr/HkS/ifiTS h' 

'fb§*iTV^TtJ:v^;>^;P;J<df>';l^, ( 2) -rh^VU 

. ( 3 ) h i; y/i-^j-n^ yx/w* yiir s H« 

(-NHSO2CF3). (4) 'JyMS. (5) XJU 
\^XijMSM{Ci _4 ) T^P^^l^aj fcliia^S'i.tfD 

(C2 - 5 ) r;w;^y'f;u. '^-yywyu^fc-) 

^i:'0*#c|*iKB=S:k') T\ t^Ji^b^WtcH^^vS: 

[ 0 0 1 7 ] R2 t LT£Ox;^x/Wl:* :^:{4T5 K-fb^ 
-D C5(it^. D{i (l)7KMa. {2)m^tLX\>^X 

tiv^rsy (i^jiff. rsy. li-mm (c, _ 4 ) 

T;P^;l/T5y, N, N-i/'<S^ (C, - 4 ) TJU^JV 
TSy=5:i:") S/^Ji ( 3 ) aM^tLrv^T i;iv^r;^^ 
V { s ( i ) r;P^;i^gp^i-*VKKS . Wi $ tiT v ^ 
Tt^iv^Tsy (^J. Tsy, n-« (Ci _ 4 ) t 
yp^yi'T^y, n, N-i^'« (Ci _ 4 ) T;^df;^r 
sy, t'^U'Jy. ^;i^*uy^:f) , v>py>', « 

(Ci _ 6 ) r/P^dri/, ffilJ (Ci - 6 ) T/k^/P^ 

^, ffiiS (C3 _ 8 ) i^^'nr;i'3dfi/j,i,v>(jajt$ 

3-'J::t^V\yy-4-^)V^j:t')X'Wm 
StiTV^Tiiuffim (Ci _ 6 ) r/Pndfva. 

{± ( i i ) 5^-O-CH (R6 ) -OCOR7 C^tp. 

RMi (a)7j<fg, (h) mm-ecomi>b<ii 

^m^<om.TJ\^^)l'm Xf-;!.. n-r 

fc-) . ( c ) M«ic2 - 6«ESSt L< 
TlU^-lUmtfzii (d) ^»iS(3-8c0i^^'^r;^df 

r^^P^f) R7{J; (a) M«^l-6cOttll 



^^^'<yf-;i'=6r i:' ) . ( b ) MMW 2-6 coitM 

i> L < {i^^K^^cofi^r^L-^-;!^*, ( c ) mm 3 - 

(c, _4 ) T;^=^r/^s im (Cj - 4 ) r/i-^^Jfi/'Sr 
fc' S:* b t V t J: V ^ 7 X 7 ^;P«^r fc' ) 

x-mm^fitimmi-scrimTiv^jvm m. ^^y 

3 - 8 coi' D r /L-^ 1 1 < {4«^§ tiT V i J; V > 
rU-zt-S Ap^ys^. -bn. m (C 
1 _ 4 ) r;k=¥;k ffiM (Cj _ 4 ) r;l^3dfi/;5ri:'S: 

«i$tifcM«ic2-3toffiMT;i-^-;i'S (^J. i/y-^ 
S;^^c7)h--;^, 7°p'<-;W. TUzl-. ^yrp^::^;^' 
^rf«r;i^^r-;ugi5^i$oi>co^ri:-) .(e) aji§ix 

-^7f-;^^tOAp^r'y|f^^ -bP, fi^ (Cj _ 4 ) 

r;P^;K -im (Ci _ 4 ) r/^n^i^^t'Srl-fCV^ 
Ti>J:v^7x-;H:Jt{i:-t7^/W»'5:J:') . ( f ) K« 
jgc 1 - 6 coWifc L < {4^i-ft«co«r;^3 ^ 

p<h=^i'. xh=3fv. n-rp*'^v', -^yy-p 
^K^i^. n-yb^i^. •^yyh=sfj^. sec-yh=3f>', 
t-yh^i/. n-'^y^;p:t^^, >f y'^yf-;i':t''f 

X. ^:t-^y^;U:t=^i^'5:t') s (g)^fC2-8<7) 

ndfi^, ^yyT-n=^v=5:i:) , (h) mmss 
co>'ypT;l-^;i'7j-^i^a ((?>J, i/yn'<>f-/k:t^ 
i/, j/^p/vdrx/l-Tj-dfi/, i/^p^s-r^/kit^y^r 
i;') , ( i ) ^*ic3-8c7)yypT;kdf/l' m. 

L<\imm^ivz\^xioX\^T')~)vm ^a^y 
j^^, - hp. fsm (Ci - 4 ) r;i-dr;K « (c 
1 _ 4 ) r)Va^i^ts:}^-k^l.X\^Xiol\^y ^=-)Vt 

tzit'ty^jvmts:^) x'um^fitzmm-3<^m. 

T}V3^i^mm. 'syS^'n^v's 7x:^-f-P=3f>'. ^ 

^p'<yf-;Mh=Sf>'. v:5'PA.dfi/;^;<^dc■i/:5:i;'<7) 
}<Yiti^^ Xh^c-v-, n-ynsKdrv-. -fyrP^dfi^ 
=5ri^«T;l/3#i/g|5S:i#oi,<7)^ri:') . ( j ) mm 
-s<r)i/'pur)V^)i' i^yn'^yf-zp, j/ypA. 

df-i'/k S/yp'vT^/l'^rfc') i> L<«ia«l$tLTV^T 

(Ci _ 4 ) T)V^)V. ®il(Ci _ 4 ) r;ua^i/^ 

if t T V t i V ^ 7 X -/l'^ «±-t 7 ^/L-^^ f ) 

i^y■:^So^i^^^Ob~pdr>•. rP^-P^ 
i^. TUP^i^. >f y7°P'<.:::pdfi^^i:cor;ky-n 
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^iy^^W^i><D^j:}^) ttzlt (k) Bii^tLTV^Ti 

(c, - 4 ) T)U^!i. « (Ci _ 4 ) r;W3=3fi'^ 

[0 0 18] R2 tLTti. xxr^HbStLTV^TiJ: 

{f, -COOH&i;f-e<0Jg. -COOMe. -CODE 
t. -COOtBu. -COOPr, )V-:^^>'y^Y 

i- (v^'^'\^>';^:t^i^;!&;^^J^- 
;>< hdr^;?V;l/*':::;K n-7"f-y n^f i^^ V^l^iDViH 
-JV. ■iVy'i-')ui^i^>^V^'ytlV^^-)V. 1- (x 
h^'yil)Viii=.^^>') 1- (T 

-bb^v-) xhdfi/;;5';l'4^-.'W, 1- (^yyf-Undf 
i/-) xb^i/;^';i-4^':;;i-. i/:?p^^i^;U;^;i'*-;l-:t 

hmt • 3i7cS)SV^i±JP7Kta-»<iri:«0*#l*lKJtE^:i: ) 

x\ tti\mmfi\,zm:^y (eaj. coo- , ^<nm- 

[ 0 0 1 9 ] frfeR2 tbXii. 5t-C0-D Cj(;tf, 

D{i ( 1 ) 7Kig«s T^oJi ( 2 ) r/^df/^g|5^^•*VJ<^«. 
Tsy. Apyy, « (C2 - 6 ) T;i-*/'f/i^^^ 

(C3 _ g ) >-^'nr;i-;^y'f;i-3r^i^. M (c 

xhdfi^;^?;k*-::i;l/:t^~/=5:fc") , <S 
m (C3 _ 8 ) j^^Dr;i'3=¥j^*;i/;j^-n=¥i^ (0|J, 

(Ci _ 4 ) r;W3dfi^*y::(i« (C3 _ e ) =^^^ 
T}\^a^i^vm$tLX\^xi>x\^im (Ci _4 ) 7 

« (Cj _ 4 ) T/i-^/P (*f*t<{i. ^^/l^^TtJi 
xf-;k) f xxf-;Wb$ix?t;if;U:J<df Lv\ 
[0020] huEt';*, R3 -ea^iil. rA.-rnS^Sr 

^LT^-&LTv^Ttj;<, m.mmi^ixmt^mm 
( 1 ) Tfi^^n^m. ( 2 ) ryi-^-yi'S. ( 3 ) r^i^^ 

( 4 ) i/^' DT;I^=3r;t.S^ ( 5 ) T U -fVm. 

(6) r7;i'^;i'«5rf:^;^'*tf'^>fLi>*^\ ^*^T-i>r;i' 



KiiE ( 1 ) tfOT/U^/Pai; LTii. M*iCl'-8g 

yf-zw, -fyyf-;!/. sec-7-f-;k, t-7'f-;l^. '^y 
i-'^yf-zk. ^^i^>]^. ^7°f-;k. :t^'^zl^^: 
i:->!)W^>nS. ME (2) cOTliy-mbLXl±. 

mwL2sn^cr,i&m.7}u^-)\^mx-mm^.. ii-w^ 
m^iiixX'hX<. miiii^'^)\^. ro'^-ju. 2-7' 

fx/U. 3-yTX;l^, ^VfT-JK 2-:t^'Tx;P 
^TiTdS^JbtLS. fiie ( 3 ) iOT;l^=^x;i.» i: LT 
ti. M*iR2~8SJSc7)<^T;W^x;l^tl«B«, * 
K«<7)^,^■fi^■r'iJ:<. fiaj;i{4"x^x/i.. 2-rnex 
IV. 2-7'f■x;^, 2-'^y^x;l', 2-:t^'^x;U^ 
fA^W^^xl-. miB (4 ) (7)iy^nTJV^]Umt LX 

ft. 0iJ;itf>'?n7°nhVl-. i^j?D7>;k >'i?n'<y 
i/^'p^^^-;l'^t'/6>W^>tLl,« fJlEL-TtTzl^ 

^iimiym^. aJi§iiTv^Tt>j;v^r5y* (^j, 

TSy, N-« (Ci - 4 ) TlV^JlT^y, N,N 
(C, _ 4 ) Tzl-^/UTSySri:') s ap^' 
iSiSi (Ci _4 ) r;Padfi/», ■(K«(Ci _4) 

(5) ff)Tyfv^)vmbLxi±. mni'^y'Jjv. 7x 

mifi:>tl. BtliB ( 6 ) «OTU-;l/«t mtit 

7xx;w^irj!yf#{f(i,ns. 

[0021] BfffBt^cT7;^^;i-«*«4r u-;wa 
{i, ^(OKy^ym^coimc^imi^z. miw^v^yy 

m. F, c 1 , Br^f) , xbp, wm^tix^^x 

ibiV^TSy* {^J, TSy, N-« (Ci _ 4 ) T 
/l^df/l^rSy. N,N-$/ffift (Ci _ 4 ) T)U^)U7 
Sy=5rf) , (Ci _ 4 ) T/^ndf^ (^J. y 
i^. Xh^fi^^f) , « {C, _ 4 ) T;l-df;^f-:t 

(Ci - 4 ) r;w^;w (^J. yf-zi-, xf-;i/^h-) 

fl-UTMbJ<«s«j i3j3ft§ fmit^mm^j t lx 
Tsy». f^u^ytfz\im. (c 

1 - 4 ) T;U3=¥i^«-C«Sii-CV^-ct J:i^« (c 
1 _ 5 ) 7lV^)Vttz\im. (C2 - 5 ) T;P^r-;t,a 
^rfc') mtL<. t OWt, ffili (Ci _ 5 ) T/l-^if 

{XmtKli. x^;^) *>lf^Lv\ Rs 
fih r^f-pJI^^:frtT|g^LTV^Ti>j;<, 

{4, -0-, -S (O) m- [m{40^V^t2c7)^aS: 

^-f] . -NR- - [R- \t7mm=f-tfz\i.m>. (c 



(?1 3))02-1 380 54 (P200 2-138054A) 



iXii. -S (O) m- [mli0^j:\^t2crm 

aSrS^-t] ST'cJi-NR' - [R' ItTiimiK^tfdm 

a (Ci - 4 ) r;^^;^&^•r] ^ifix^^ix^^x 

1 - 4 ) Tjv^^y-m^-mimmmmx'mm^tix 

V^Tti:V^« (Ci _ 5 ) TiU^)\^tfdiim (C 

2 - 5 ) r;^^r-;i^;5ri;-;(,i-#t L< , t t)m. m. 
(Ci - 5 ) T;i'=^;Hi!^:{i1Sii (Ci _ 5 ) Tju^^ 

10 0 2 2 3 ^(1) x'm^tLhTy^:^'ryi^yum 

mm^^-th^-^<D^j:i}-X'h. ^ ( I ' ) : 

[^bi 2] 




(sett's RUi ( 1 ) ;*;U^=5f>';l^. (2)Th7V' 
'J;«*fc«i (3) sSi: 

N-j 

Cs*:*. i{i-0-*^di-S-S:*L, jl±>=0. 
>=Stt:ii>=S (O)m^^t. m(4B(IBfc|Bl»« 

^^^•t] x-m-^tihrn^^L. mAimmmR^ amz 

■J^StLTv^Tt j;v^fg« (Ci _4 ) T/^^/^ (^k 
■r^>J;v« (Ci - 4 ) r;w=^;i'^f) ^/::«^Nn^r' 

R2 {j5^-CO-D Cj^4>. D(4 ( 1 ) 7j<SStyi{^ 

(2) r;p^;pg|5^^*^'7KK«, rsy. ^NP^y. « 
(C2 - 6 ) T;i'*y^;i-jr=^s^ (fi»Js r-feh^^i^. 

try\'D-f;k^=3fx^:i:) . ffii^ (C3 _ g ) i^i'Dr/W 
;i?y'f;i'3j-df>'. « (Ci _ 6 ) T;i/n=5fi^;<7;i'^- 

;l.^-;i.jfdfi^^rt') . {Sm (C3 _ 8 ) v^'nT;^3 

::^;^;t^^=5^^:■) . (C, _ 4 ) r;^rfdf i^^/i{4 

« (C3 _ g ) i^^nnv^^i^x-um^tix^^xh 

J;v« (Ci _ 4 ) r;^ndf^^^-r3 t'^i^^ni. 
aSrTpt. R3 {±-0-, -S (O) ^ - [m{i0^l,-i 
L2««iC^^K-r] i:7tii-NR' - [R- i47j<*M^ 
(Ci - 4 ) nu^iU^ip-tl ^i\-Lxm'^ 



tx^-^xhx<. 7mm. 7^ym. ^snyya^x/^ 
s (Ci _ 4 ) T)izi^i^mt^^mimmmmx-mm 

(C2 - 5 ) r/^^rl;^a (if* t<(4. i&mic 
1 _ 5 ) T/i-^^/L'^^cJifW (Ci - 5 ) r;W3df^/ ; 

^W^-^P^§ix3l.tM'5:i:'*W*L<, i:D«t, 2- 
xhdfv'-l- [ [2' - (lH-r-hyY~JU-5- 

-;P-7-;^;l';J<yi! CCandesartanJ . 1- (i^^'o 
^^>')V:^^i^:^}Vif-~}V-^^i^ ) Xf-;W 2 -X h^f 
[ [2' - ( lH-fh5V"-;l'-5-'f;l/) 

7-;^;l';J<^i^7-h CCandesartan cilexetil] , h' 
JiuMVit^i^}^'^-}^ 2-xhdf->'-l- [ [2' - 

( 1 H-f ^7V■■-;^-5-^/^) \iys.-)V-A-A 
;U] ;><f-;l/] ^yX^ 5?'y-7l--7-;^;l^;J^'^>'7- 
2-xhdfi^-l- [ [2' - (2, 5-i>'bKn 
-5-:t^y-l, 2, 4-:t=^-9-i>'Ty"-;l^-3-'f 

t:'7x-;k-4--<;i'] '^yX^f 
Ji-l -iJ)Vif^ymtfz\i.^com:Ktimt b^^. frlB 

Li^Kyx^ ^yv~mmw\±. mm. ep~4 2 

592 1. EP-459 136. EP-553879, 
EP-578125s EP-520423. EP-66 

8 2 i2-^j:K\,zwmm(n-mx\t^ix\,zmtti-m 

tj:li\,Zi.y)^m-^^tiM^Xhh, tti. Candesar 
tancilexetil S:fflVM,«^{={4. EP-4 59 1 36 

[0023] :^%mx'm\^^ixiry^:^Ty=yy\m 

Mxh-^xi,. mm^mmm^tiiiM.x-h-^xi>x 
^\ zcoXo^j:mbLxii. mry^^i-y'^yim^ 

hy^f-;i^rsy. huxf-;kTsy. fUi^y. fa 
uy. xrj'y-zi^rsy. i^'X^'/wi^rsy. hux 

^J'/wl'TSy, 'Ji^'fn^^i^il-Tiy. N, N' - 
vXyi^^/i^xf-ixyi^'TSy^fc'cofl^TSya. t;i^ 
df-y, ui^'y. :t;p-f-y^i:cosatt7syK« 
^) ^rt't(OJg*«WA>ixs. ry=3f^Tys^yiitSfii 

^. wm^^^m wm. m^. m. m 
m. mmm. m. mm. rohr:ty^, hvy/u^u 
mm. y-r-m. i^^^^m. ^v^ym. 9 

xyg, n^N^^K. ')ydm. ;<^'yx;i'*y®, Ky 
-y'yx;i/*yK, p- h/L-xyx/i-T^yK^) . txa" 
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mm^^-fh^t^^ mr. ai n^mit^tm- 
mm-T'cmm'^mmmzx hmzx om i t^mt 
jn7K*»^se; UTA 1 1 ^mt-^mzm\L-th\\L-^ 

!|%, WK^tciDJP7j<^»^ri:-"^ia::LTAi iSffi-fk 
^m\,z^itfhit-^^\^o. A I ijssi^b^licoro 

Mt. T>V^Mt. ^m^^ixtzit^i^ m. A I I 

i\L. ^y^}V7^ y;*;^;}^-MI:, ( 5 2 - 

)VT\^=.Mt. f - h 7 1 F n 7 7-;Wl:. f n y =J)V:^ & 

^titiit^m^j:^:) ; AI I tS6i;-fk^ti«7j<ig**iri^ 

/P;J^-:::/HkSn^^-fk-&!|%^i:") ; AI liSmit^mm 

r/Wb. i^';<f-;l'r5yp<^/t'XX'r;Wbs tA'^-f;^ 
:t^>';><f-;l^xXT;Hb. xhdfv;^f;W;J<r^;l-:t'^i^x 
f-;WxxT/Wbs 7:5"Ji^>x;^r;Hbs (5-^-^;P 

, 3-i/i:^VVy-A-^)V) 

xf-;Uxxr;Wb, ^f-zl^TS F-fb^ti/c-fb-^t)^ 
•Stci-^-CA I I tst)i;-fb^!t^*^(i>K5i-ti.it*^-t-# 

tf^. A I ItS*ji'fb-&!t%cornF7"//«, JSJIW 
;s 1 9 9 o^Tij r mM^^'m%\ mT^^^^fSft 1 6 3 
m-^t^ 1 9 8MtclBi5§ixTV^I, J: ^aW*#T- 
A I lSBt^b-&!t^(c^'(b-tl>twai'?Ti>J:v^. 4 

A I \mAt'^\tm^i^i.-ifi'^mm<n\yfii 

[ 0 0 24 3 sSi ( I ) •C^SfLl.-fb^iftfc cttZ-ttLfeW 

^^3. ^yy. ^)Vf£^) 

«jf;^ffiv^/i>tL. wmm\\zii\-^hwm\. mm\. 
^j. ; wMm\\,zii\^hm\. mwmm. 
\m. m<m\. mm\. Mb^ftLTis^six 



M^r^JtUTii. ^J;iK?LII. aH. Y>--^y-V~ 

i^-&ff]<off®^rfiajfc LTti. fiaj;t{fa-fbTyry, 

«^iJiOM=5r<?iJtLTii, mx.m\M. ryr 
y. ii)VTfs^y)<i')V^)Vu-x. i})Vt^^i^)^'j-)V'^ 

^)Vir^^y:>^^lVX9-^-fh')-^J^. e»J<^^^ 

aW:ftJ&K. uy^-vi-Ms T;^3-/^. rnt°^y/y 
*'Ux^^y:/U3-;l/. 3fvJ4. h^^^pa 
I'm. :t 'J «^4'5ri^*W?.tiS. 
^J«»jl=5rC^Ji: t-Ctis miJ^KUx^uy/'jn- 

rpl^l^y^UnwK D-vyxh-;K hWN 
u^x. m.^<y'y)^. xrj'ywK h'jxrsy 

-fhU^A, ^'xy^-:hhy'>A. •9-U^/l'K-tbU'> 
A. SK-^by'>A:5rtWtf^>tLl>. ^JS-fb^joM 
^rli^Jfc bTJi. mx.\iXTT U ;W h y x^- y -;^T S 

y'^'jmM-rh^)-^^^.. ^^y^L'Tsyrph-jT 

>'^. tS^b^y-!fVl'n:::'>A. S'^b'<.y^f h 

^ y xf T y yiSiJ-'y -fe y y^fco-^^wse 

iipj ; mUfTT^') \:-)VT}V=i-)V. ;Ky t-^l-h-p y H 

;i?;^4^'df>'y^;u-fe;i^p-x-?-hyn7A. y-f;Hr 
;wp-x. hKp^i^yf-;nr/t'P-x. tHp^fS/x 
f-;H2:;l'U-x, h Hn^>'rPtf;Hr;l'P-X^rt'<55 
SS*ttiS^^ ; !l^y y;l^- h!®, )lf J:t^>'X^^y 

LTJi. fiaJ;t(^^M-(b■:^^yn'A. i/y-tuy. o-vy 

D-y;^b'^-;^. 7'H'>«^rfc'*^^(f^>tL 

I.. wm<r>-m^£mtLx\i. mm^)ym.. mm 
mmim(nf{m:ntLx\t. mm^y^ivrjv 
[0025] mmmmmmih Lx\i.. mtw-^y^ 

^i^^.ftS^xxr/i'^. i^ppy^-y-;]^, Kyi^iv 
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[0026] ligffl^!K!|c7)SiMfc UTJi. 0iJx.{»J. 

mmm.m\. mmimi mm.Mmm. 
wm.mrj:}£) . ^mi mm m. um^m 

com. mim^m^ifizmcoijmmizj^ mmt 

xmmh. mmmM^\,ziii,ihi^ ( i ) x-mixh 

ti. mm^-^mznLxmo . o o \m.m%~~^9 5M 
m.%.mi<mo. i*.M.%-^mi on»%xh 

[00 273 mn£. mmu. ^^miz. mum 
m\ ?Lii, e«, t>7>, xi--^y-Y-)vtj: 

A, ;^;i/^K^i^;><f-;l/-b;l/n-;^, t ^■p^^/7■ohV^ 

(fifij. XTT^jym-^y^'y'yj^. ^'jx^i- 

y/ij 3-;l.6 0 0 0!5ri:') ^ri^^» 

<x^^x''mizi*). m.<r>-^x^yy. w^m^h^^ 

7 ^ ;i-A3-r -f y^m^. ^ )VJ^-n~^ ^ y 

fih. m^mtLx\i. ^mifim\^kfi. ^^^z. ^ 

mi^xtmmLxh^w mmyovj^^-T^ yy 

t Hpdf-i/7°nbVW^f-;Hr;l^o-X. t b'p^i/x-^ 



;tcU-e-E C^j-^ H7=^'-yhE (^p°n^) . a-A7r 

;^7y^:fo^^»^rf*W'?>tLl.. 
[0028] Wtmy ^ )VAzi-T ^ y^'mmt ix 

l5iJi.{fbh'P=3fi^7°Ptf;Mf-;Hr;l/P-X 7:?- 
b h'n^i^7''ntr;W^f-;H:;l^p-X T-fer 

X, afiS7:J';H!-fe:;Wa-X^:i:<7)-fe;l/n-X^ig^}- 

UV-LD C:t-f h'7=¥-yhL-3 0D5 5 mSb 
^) ^ p-A7r;kva] , ^:?7^'U;l'K3^Uv- 
S C^r-^ K7^'vhS (ffifn^) . P-A7r;l^va] 

*W^>itS« ^att7 ^;^A3-T^ y/SffJt IX 
i±, |5iJi{fxf-7Hr;l/P-x^i:"0-fe;l^P-XSft:5^ 

*^iS?SCJl-^H5^'-yhNE m^^) . n-A7r 

ffiflBLfcn-x-fyj/^'Jti. -ei^2aULh*ai:co»iJ 
•^•rii^LTfflv^TtJ;v\ ttz. ■n~T^y'f<Dn 

m^xhiiw 

[0029] atffM. (i5IJ, =KU V 

;U'<-h8 0. ;tfj3i-''f>'Xf-uy?i-fbbv>'?ft6 0^r 
f) , ^-uxf-w^Un-zw, j^;W/-K^i^^f-;Hr;w 
p-x, T;w=^'yst-hU^A^t') . mm m. ^ 

-fjVJ-^y'^-y , rPbVWN'y'^y, '<^y'J)VT)Vn~ 

IV, ^uuf^y-iv, 7x/-;i^^t:') . mmtm 

Jt^ij (^j. mmA^, ^mm-myY., ')y'f}vwm) hh 
^mmMmm. :ty-7-?4, rj-^m, mm^, 

^:PaMft^rf<7)«?ii). rpbl/y^J'-'Un-;!^^) ^ 

mm.\.zi.mmm\ m. ^')^imf 
m)m<r)mmm\>^xi,i^^\ 

[0030] *l&HHOE^fflJ«*«i:. t < \mm 

m\^zm\it^fih. ti-t-mw.w?\tLxm\i. 
H\ c n 3^ (I ) xmfihit^^^tfc^i^<n'^. a 

C 2 : ^frrt^KttJl^ U - b HP^ i/;^?;k*> 

ss^#:T"*i> c 1 ] tmcnim.'&mL C 3 ] « - b 
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;i/K««^;Wb*n o 0/0-4 0/6 Of*!. 

S;{)^'3, 0 0 0-50. 0 0 0 I. C 2 ] f BKcOt^ISC 

tt^ffj. c 6 ] mmmThi c i d lEWco^jscttSiiij. 

C 7 ] ^«^«^-^* LT:SrS C 1 ] IBfSW^KttS^ 

A - 1 0 5 8 5 4 1 izm^coijmizmtxm^. mm-$ 

[00 3 1] ^iommmmskm^it ut{± 
c 1] ^ ( I ) vm^tihit-^ti-zmcni^. 

±m^m^^'j Lx^j:um'mm. 

^^*-c-s>i. c 1 ] tmc^'^m^mm. c 3 ] « - 1 

xhhi2^ %m(nmmm\. c 4 ] wkt 3- 
yHt<7)IM^/Wb*n 0 0/0-4 0/6 o-c*!. 
C 3 ] IBSOtMI^'J. C 5 D «-^<7)««¥^^ 
»;i^3, 0 0 0~50, 000f*>-i) C2]iS««»i!i: 

tti^j. c 6 ] mm-hh c 1 3 iBHsc^^sciissffls 
c 7 ] ^ffi^Ji*ssjs-cS)S c 1 : ssmmMLmm. 
c 8 : mm^t^m{tmsi^s>^ c 1 d mm 
mmm. c 9 3 s f> t^ffi^isr-g-* lt=5:i. c 1 3 
lEtK^iiKtt^j. c 1 03 m^mttm^Th 

[ 0 0 3 2 ] ( I ) X-mnhit-^mi5i:X/^tih(0 

-b, M^ms^. m^^j:}:^zx^xhm^j:hti\ mm 

0 k g ) izmnik4-t^^. mmx'hi^ ( i ) 
x'mtiiii:-^isxr/^tii^<^mmmzm^iii 
mm^immtLxm. ooi-soomg. fft 

l<l±0. 1~5 Cm gTS)0. IB 10-3 

[0033] *^Bfli7)7 y U y-^/yffiTlHJii:, WIL 
W^iKf^J, tb. vi^X. n^-t^. ^3?, 

^-7^ y^. jc*fL, 7^yu/- 

yym^^immmaxui&mit txm^^i^ti 
zzx\ y ^yuy-yyi}m^-t^^%kLx. 
y -c y'V y—yyco^mzx ^mMb. y 7'U y-y 

m± ixii. miif. 'MB*, mtt^#t^ffttt'C^ 



lamK^, --mtmrnim. rind. isjt«= 

m. mmm^-^m immmm. mmmm. 
mmmmm^j:}^) . w^. mm^. mm 

mmy -f t^u y-'^ym.i,ziihm'mmtf>t^ 

^t. ^7 p-4fm«i0iS7 T' U y-^r'yjlii3SE{c J; I. 

wistgc^^-fk. mmm^zx'o^m^^ts^^. 

UttW^^ , 7 ^ y ij t J; I. K^B 

mm. 'Mttv-a y^hi\Mi.'mmmi<zxmm^ 
miixvmwm. mmmm. m^mmmiz 

mm. m. i^mm. mmAm. -mmm^ 

axx/y -f T-'j ym^mizmhm. mm-. 
^yi?-Kyi^By im^^mmm. mff^m 

a, mmmmmm^j:i^) mmmniix/miz 

mm ■ mm. ^mmcommm ■ mm. m&. 
mm^^. mmmmm. mmmmmmm. m 
mmmmm. mmrmmm ■ mm^ 

mwmm^j:}:) tfett^HKMS, m^mmiz 
m.. TK«fi. f'^miummmmmmmizifo 
sssL^m. mmm mmm. i^yv^-^x. 

ffi • ^m.. mmm. mmm^. mm. mmmm 
m. ^mmmmm. $'mmm^j:i:) . mm. 
tmm. Mmm. mm. T-m.^. '^m.^. ^ 
mmm. mmmm. mmm. m. mm. 

Tu/i^^-m^k. r^y-i'j^iy-. mm. 

]mm. wm<y>wm.. mxmmmwm(y>^^ 
m.. w.m.. ^wm.zxh'^m'^-'k. f^»«ttv3-y 

^ MmWi^ ; h^^'^ii. K 7 -f 7U y~fyM.m. 
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nm^m.^.. mnmmm. mmm. mm 
ji, mms.. WM ■ ^mmTizx^m.. mm 

[00 34] ilit. u=.y-7y^:^Ty 

tcff 0 vmmmm ) mo-xy^yu y~yy!kmcr>^ 
^■itmmh^^^fih. ^\^hv-y-ry^iin-y 
^yywm\m^-^-tMt^^)i\.x\t. mm. mm. 
LfviAi i^mc^. iZ)Ty'J-:^Tyi^y^mwm 
(ACE) m^m^^-thit-^'i^n. ®v=-ymmim 

iiXXf®7}VYXr-tiy^n.im^:^'ti:i\L-^m^h^^ 

iim-^hWiifit imttz^t2m.'^x±. (»it<{i2~ 
3«) mw^fi^. KCEm^^^^th\t-^%b 

7riJ;Kenarapril) . U vyrU/Klisinopri 
1 ) . ^VA- h "J 5 h Comapatrilat (BMS-186716) ] 

ACEcOffifff^fflfcNEP (ffttxyh'A^rf-/- 
•tt) coPl»f^ffli:^ef-frJf^'ffc-&» (rurr— tflSff 

IS) 3&W^5tll., ACE<7)Pi»f^mfcNEP<7)PI^^ 

fflt^ff-yrj^o-ft^iftJi. ryj-^y-yi^yiw^^-^ 
wmth t iBiBtt . 'C^sttN amm^^ri- H ( ANP ; 

JS*M^^i3j;t>-i[ii©S£5fi#ffl^^rt-|.) c7)^^j!I^PI»L 

Mbtz^-^^'^hUyh (oraapatrilat) . HfAA'bU^ 
h Csampatrilat (UK-81252 ; Pfiser) ] WW^^tL 

SPP-100 (Novartis) ^i&J^if ^,tlS. ='fV— tflSW 
ffl^^-rs-fb^fcL-Cti. NK3201(H*^l^) 

tit LTJi, 0IJx.{f. SC-66100 (Pharmacia) mmif 

A 1 1 ^mm-k^-fhit-^wc'm7r^Ltih<Dtnm<D 

[00 35] i'-y-Ty^':^7-yi^ymmf^m'^^-t 
lit-^m. ^(or'aVy-y^ttzit^cOimi. m^hi& 

V<>X. '•y-^^. -^5. ^-n. -^i^, 7" 

9. -f/l-^rt') tc^^LT. fta^xrn-;l^jtt^ffd 



y-'ry^m.a^^m ■ mm\t Lxmh:itm% 

f^ai'XTV3-;uimiffd'my -sy'vy—yy 
smtfzitwmmnf^my ^ro y-fym&ffifm 

■ {is n-;Hii5E^ff aiS7 ^ y 

^}y~yyms.<yi^m-'<hm\i . ^^nmmomy 
^yvy-yyamiDj-m ■ -imm^ *3±t^" r^nvx 

rn-zl-Jlliffifcctt/Wl^j OM^tSrtf ^i«7 ^ T'U 
T, LT{±. HflE ^A I I 

[0036] m^mmm L-cti. j5ij;t(«j. 

;^7°-fe;l^:if'J (y7h;i/r-t;l', -^-f ^'^;^7°-fe;^S:•t■ 
tf) . nsffl. i^o-yy-nL mi ^mm^j:m 
mnm axumm m. immmm.. ^rm 
tfw^mMM. m^mm. mmmL m^f 

m. m&mm. m.mvj:^) . m mmm. m 

ti. zii(>ii^ii^timm$>h^M4mnm^z^^z 
t . mm,mizmi v-y- ry^isy- 

\±^<r>'m^-Mmt. mm^mmixm^. ooi 

M%-hHj9 5M%. »*U<{i*«;o. 

7oa*%-c$)S, wmmm\zii\^ 
x'm<r>-n'&. mm'Aii^-n^zm.(nnm\zx o 
m&th^ t ifx^ h , m^mmwtm. r a 1 1 s 

Kf^ffl^*-ri>^b^!(%, f corn Yy-y^-tfdt^<n^ 

&^*LT>sr§7 ^ 7-y y-yyfiTffjj \zm^-uz-n 
'mmx.xm&x%h. 

[0037] v-y-Ty^-^i~y'yywm^%'^^'f 

tcft3i/xf-p-;i/ji5E^ff 5 «7 7U y-^r>iG.5£ 
*;t{4KI^»S:ff^«7-fyu/-^^>jKco)SA (* 
!I5 0 k g ) t^PtS4-rSJl^. ^- 
y-ry^:^=fyi^y^m^m:^^h\t^^. ^<ryr 
uY=y-j^^tz\t^(nm^mi\mM.t\.xm. oo 

l~500mg. »ilL<{i:0. 1-5 Orngt'SyD, 

1 B 1 m'^3m^H--th<r>ifm. \.\\ 
[0038] v-y-ry^-^y-yi^ywrn'mk-M-f 
h\t^M±. mm7y^ty-y'>yi K^^&m^ 
wmm^zx-^xm^^-^tiiumm. mnmma^m 
mco^^xmmim {m^m'Xt^j:hhsmizici 
•t^mi&m mm^zm-^<m^^-m^]y-y-Ty^ 
^Tyi^ymwm^^tiit-^mmmi. &mm 
ci'^mm^iti^b^zx^xwrnm^ifd^y^yv 
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f-o-;n(iis&f*a«7 ^ 7"u y-yyssmcomifz^ 

[0039] ^%mcoy A 7'u y-^^>ffiT»J, ii^' 
Kn^X7"o-/WJfll312rff 3^7 4 7"U y-^yjilffiS 

H M G - C o A MaMK ( 3-hydroxy-3-iiiethylglutar 

yl coenzyme A reductase) f&^M. Vva U ^iSS 

'wm^mm. mumm. mmm.^^. 

7'U-\-mm. 9uy<rv-V. Ky^y^rrv- 
'J=.j^y ^rvLi^m-) . -^^y^. ^mm> 

/I'D , m^-^m^m. -nvx^^^y. aux^ 

:ci^^i^r-m'm cm. n b - 5 9 sni^r/mmit 

(i. 5t-=^r>'F;^^'r^>'-7y;^Tn--'l^-t'f :5'7- 

mufy'^^uymmi^. n'r^^vymi^axx/ 
syyymmmiix-h^. tfz. &LT<o^mmmt 

com?^-^h^{>^mx'hi. 

Amm'fmmm ■. smmmm±m cm, ^^-y y-t 

A ( y-7 T U y ) , Jii?g«iaH^ X a PiW^=5r/i>mc 

mm. tPA, t'D , tm^i^m. 
Tx)fuy. x;W7^yt7Vn (Tv^-^y) , 'J 

, xDX^y-/KrU;J'-;I/) . GPIIb/IIIa 

mmu ■ mimm : ^ o 7 * y ^1?-- h . h 7 tfx 

'<yh^S/7-f 'jy^ri;' ; 
mmmmi&mm ■. ^"y-feu y (^u^-- ; 
^mmmmmm^WM ■. T)Vii h n A-y (x o y y y ) . 

vnx^y'-;Kri/^'-;W, 7°nX:$'i5'7yyyS^r'l 
(rnx^-yxW y^^f), 5-HT2Sgi^(-9-;i-^^V/i') 

«ilff?&JtiS : CM. 7n-fe5H (5i/-y^' 



X) , y^9-Y {;i.:t-hny) , rV^^Y {fAT 
-b) D , ^ffi^CM. ACEPlffm. (-ei/^yHx 

[0040] tifrc^^^^&gig : m. %jmm 

#c (ya-drxy^Sri;-) . ^^mmmM (rVA-syfe 
J;t^K7-:J'5y'5ri:<07>Ta7Sy^J) i=ctVPDE 

wmm>i^ , mm. m. 7o-fes k (7i^>y^' 
X) . ^eny^^'bv (T;i'^^'hy) ^ifD , ac 
EfflWH, CR v^-fyg|x■^^7•'J;K^'-'<^- 
x) iSrif] . Ca mM m. TAnvey^ri:': feJ; 

iii^SM^ : i>'Vt9 5 F\ U K;^?-^ y. W^*:-'J 

y. "myvtiA-Y. «y^i^v^y. iiMTS:t 
^■'oy, iJitZ/SMBrS. c aJSiS^^ri:' ; 

^) . fDV'^Y-ymm. ?SttSf^syD3^?fiJ 
(M. T;i-7r;;?;i-y (T;i'7rP-;i'^f') , 

m (m. xxhoyy, xxy-yy^M-zi-m) . 
^ymm te-^sxxhnyy {7vvuy) =5r 

iTD . ^y^Jy yif^ym\ (:t;^ry=5ri:) , b'^'Sy 
K2 s t'rJ'SyKzigSiJCM, ^:^T^^y>' 
-) =5:fc'] . ^dxit^x-i-^ywrnm (xf-h'n:t>-h=5: 
i:) . roX^J'^^^yj^'yAl. 7'y^ft^ft (M. 7 
•y^t-f bU'^A^) s ^m^^yf^9 (BMP) , Hill 

^wii«H^ ( F G F ) , A'hmmnm- ( p d 

GF). Yyyxyt-^yy^^WFf-iTGF- 

0) . Ayxvym^m'f-im2 ( igf-i, 

-2) . IlJ¥»*/^^y (PTH) , S-n-yVN-aiP 
^MEP-Al -37 6 1 97-^^.^18, EP-Al-4 
6 0 4 8 8^{iimi3Xl/E P-Al-719782^^ii: 
#iSKO'fl:^!ft (M, (2R.4S)-(-)-N-[4-(diethoxyphos 
phory Imethy 1 ) phenyl ] -1 , 2 , 4, 5-tetrahydro-4-niethy 1- 
7, S-methy 1 ened i oxy-5-oxo-3-benzoth i ep i n-2-carboxani 
ide^) =5ri:': 

^, Kyy^jV; ta--7Uy. ^A^'iuay, jj-'US 
^'ny. ysK'jy. ^y^-K. ^fy^-* 

vym. i^jvaju. 'y^vy. ^xf-yy. 
y, tT;^U>s, -fxyjy^^ir; 

i/jKf-n^v-y-th'J'^A (^7-vys) . 'J:tf-o 

r^i^'y-^by^A (■9-^p:::y, f-oSyj^t": 

[004 1 ] ^-y^~^mmimM ■. wb. w,-ms{ 

bLXmm^fihX'fuA HSffitii. ri^F-Vny 
(7VH-y) , -3J\'^My\yY-Y\:iy^YU'^J>. 

{rvY-y) , a^i^syf-zi-r^H-ypy-tbU 

•^^A ( y;P ■ ^ Fa-;P) , K9y<^V"y ( U yrn 
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HMG-c o Ammmmmm •. -feu^N-x^^y. r 

hnvN'x^'^y. y'y^<:x^^y^ \/V)'sx9&y. -i 
^'A'XiJ'f-y. pA'x^'f-y. 7;i'Ax^f-y. ( + ) 

-3R, 5S-7- [4- (4-7;l/:t07i-;l') - 

6--<y7-ofcf;w-2- (N-;<^;u-N-;><^'yx;i' 
it^=i)VT^y) -3,5-i^'t 
b'n^i^- 6(E) -^TT-y^^ri:' ; 

X) , T-x^-F (;M-hoy) . TV-feSK (r-fr 

y) . a®^i*)illf^^ri- ; Ctt^>c7)5gft{S. m-^-^h 
SJfll«S£3«ig: -7xj>"bry, x^f-r-bfi., 

m^mm-.'mhTP-Km mum. Na-H»i 
mm. xyF-feuyifs» n^pryi^yfJiitm^fc': 
Siifesm: rxtruy. r-fehrsy^xy, ^xrn 

>f m^mi\ yb'^^i^y=5:i:'] , Xt^o^ b' 
m m. T='f-9-^^'Vy*i:'D =5rfc' : 
i^TV)V^~m : Bit^^' 5 ym vu-f yn^n 
;l'7x-5 5y^rifD . Mmm T-i^^SySr 
. ^coffi:gKT-fe'5xf-y. -fe7hnr;^h. h7 
-7;!.bs ^'if-f hSh\ 3fi:>]^>:t5^7*ffyi^-. 

h^^'-^f-A®. 7V;UK^hf-7xy^rif ; 

ffiB«ii : r/k^^Hbffl. itmsmi wrnrn^^ 

^mnmmmm ■. wc^^m. mmm. mwm. m 
mm. mnmm. w^-^yvymiixx/ic^m<7) 

Yu*ry^ jiXV=y'J-^'-)V. x.^yYWrXVXT-a 
y . S^i^xx h 7i^"^>-;^=5^f ) . ^\MmM ( ^'x 

yag:5'^:dfx7xy^ri^) . ^fUHsm ■ =mmmm. 

m (P®U:«.-7-pUy. y-^y-;W=5ri:) l^rif; 

A. tSK-b7:ty"r7y, ryfi/yy^t') . -ft,^ 
mm {^)vyrm. ^mmm. m^)vxmti:}i) . 
^^^mm\ {v^^ym.. ^&a^ny'jy=5:fc'<ojiii?g 

mm) =Sri:)=3ri:': 

^(m\.zwmm (vi/'yK-;l.^i:) . SiUa-v-^ 

iS^rt" ; 

[0 04 2] in^>co#a^^Jfc{i, IBimcSfcJi^ia 



m^m^zffm^fio mi>ii^. mmm. ^-^m. mm^j: 
t'tM^Lxmmitt. E^^tit ixmnm^ztfz 
mmnmzis.^i-1 z t t^x-^ i . mmiwi^ ^zm\ 

t'^m^xm^Lxtk^-t^zb htiK wi^m 

xwi^iz. m-icimzi&^ixhx^\ wi^mmiti 
fzi>cr)immmzmm\^j:t'm^^xm-^Lxm^t^ 

-r^ryrji't 2mj.±<Dmimmiizm-^Lxmmt 

Srfcv^TS'j^K. m-nm^z^^'ritiif^m'y y-m 

(omzxti. -m^zj^t. mm^^k^tmmmmm 
mmz. 2mmLcomimmzh^\mmmi3 

\^X^il^izik^-tlt:l^<^mim^'v h=3:i: ) ^rt'i* 

wmmm^z^ttih. 

[0043] 

[ mmm ] aT^zmmmaxx/mmmimifx^wMi 

i,<7)Ti4^<r\ :mm\.zmhv-y-7y^^Ty'y 
ymmfFm^-rh^-m m. kuwsim^^-t 

^it-mit.fz\t^<r)^) ^*S&^^fcLT-^*-tl.7^ 

tf a«7 < f^) j-'!fym.i5iix^/tt:\t^mm 
dmy^yu y-Yym.mm ■ mm\i. mum 
coiots:m><z^->x^thztm'%h. 



{\) i} y y i/'*>fe5*-;v 3 o m g 

(2) 9 0mg 

ii) W^^±)VU~X 7 0mg 

(4) X7^yUyKVi^^v">A lOmg 



2 0 0mg 

(1). (2) t (3) fciV (4) «l/2?:?It]t 
fcf*. Wb-t-So Zfazm<n (4) ^Jn;iT:i:ft:$r 
^i7-^y;^r-fe;P-t^A-r-l>. 

[0044] 

(1) jtjyxiJ-ji'^'y >'V*-fe5"-;v somg 

(2) ^i'h-X 3 5mg 

(3) □-yXi'-^ 1 5 0mg 
(3) lSlBtt-fe;m~X 3 0mg 
(b) 7.=r7^)ym^if^-y'^h 5mg 

850mg 

( 1 ) . (2) . (3) . (4) <n2/3iii.Xf {5) 

(ni/2^maLfzm. mmtth. mco (4) fcj; 
t^' ( 5 ) t:z<^mmzMx.xmnzmEm.th. 
[0045] mmm i y ^ y'v y-d^yi&Tm 
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^%i!ES3^XTa-;HiaE (SHC) (1 
Oiii^) i<Z:^yf^JV9y ■ i^V^^^JV (TCV-116) 
C0.5%^f-;l-b;Wn-X100cp®^M: lm2/kg (2inl/k 

g)] ^\Bmmmzhfznm.Bm.u^H-Lfz. n^m 

(vehicleS4if) Wi0.5%^^;H:;l^n-X100cp2:2in 

(vehide^^ef-) TCV-116 I mg/kg/day S-^gi^ 



JKO.38%) #STt«JfilL. 3(X)0rpiii. Mflt'20^^Ps13 
ii, 5-xb7-f 7'Uy-i^> (Sigma F-6755) Sr^^Pt 
Xr-f •y^'Xa) ^fflV^TJft?S«iaii- (SARSTEDTtt B-1 

0) t J: oajsL:^. i^* : mmmiz^-f, 

[1^13 



SJg (mg/dl) 



3 5 4. 0± 2 9. 1 ** 



p<0,01 vs vehicle by Student's t-test (MeaniSE, n=B) 



U^'b^JU (TCV-116) ling/kg/dayJ54SfT{i, ^fSgp 
(vehicleJS4P) tmiX. ^M/sSSoMf^y^y^J 

[0046] 

imn<rm:\ ^w^<r)y < rv y-yyi&TWk tfz 



mmiii. mtifzy ^y'u y-yyi&nm't-^i. is^f 
i/XTO-^i^jfliffiSrff dft7 -f y'u y~yyA&ttzii± 
wm^^ omy^t^v y-yyim. -^hi^z^y^y 



(51) Int. CI, 7 M^giJIB^ FI (##) 

A6 1K 31/554 A6 1 K 31/554 

31/64 31/64 
38/00 A 6 1 P 1/00 
38/55 1/16 
A6 1P 1/00 3/06 

1/16 3/10 

3/06 5/42 

3/10 7/00 

5/42 7/02 

7/00 9/00 

7/02 9/06 

9/00 9/10 1 0 1 

9/06 9/12 

9/10 1 0 1 11/00 

9/12 13/12 

11/00 15/00 

13/12 17/00 

15/00 19/00 

17/00 19/02 

19/00 25/18 

19/02 27/02 

25/18 27/16 

27/02 29/00 
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27/16 
29/00 

1 0 1 

31/04 
35/00 
37/08 

43/00 1 1 1 

F^-A(##) 4C084 AA17 BAM NAM NA15 ZA182 
ZA332 ZA342 ZA362 ZM22 
ZA452 ZA512 ZA542 ZA592 
ZA662 ZA752 ZA812 ZA892 
ZA962 ZB112 ZB132 ZB152 
ZB262 ZB352 ZC082 ZC202 
Z032 ZC352 
4C086 AAOl AA02 BC38 BG9 BC62 
CB09 CB30 DA21 GA04 GA07 
NA14 NA15 ZA18 ZA33 ZA34 
ZA36 ZA42 ZA45 ZA51 ZA54 
ZA59 ZA66 ZA75 ZA81 ZA89 
ZA96 ZBll ZB13 ZB15 ZB26 
ZB35 ZCj08 ZC20 ZG3 ZG5 



31/04 
35/00 
37/08 

43/00 1 1 1 

A6 1K 37/64 
37/02 



